Biochemical and mutagenesis data have identified two putative insulin binding sites (S1 and S2); S1 has also been characterized by structural studies. The monomeric ectodomain structure has been solved by x ray crystallography. However, the details of insulin binding to the full receptor and the mechanism of signal propagation are still not understood. We recently solved the single particle cryoEM reconstructions for the 1:2 (4.3 Å) and 1:1 (7.4 Å) IR ectodomain dimer:Insulin complexes, the first structures elucidating the binding mode of insulin to its receptor. In the presentation we will discuss the issues associated with sample preparation, data collection and processing, as well as the two structures and the suggested mechanism for downstream signal propagation.
